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— (57) Abstract: A method of constructing a DNA array for analyzing DNA modification (for example, methylation) comprising: (1) 
the step of preparing a DNA fragment mixture in which a modified base (for example, methylated cytosine) or a base (for example, 
cytosine) is exposed; (2) the step of contacting the DNA fragment mixture with an antibody against a modified base (for example, 
^* methylated cytosine) or an antibody against a base (for example, cytosine) and separating the mixture into a group consisting of 
1^ immunocomplex-forming DNA fragments and another group consisting of unreacted DNA fragments, or a group consisting of DNA 
\q fragments showing high affinity for the antibody and another group consisting of DNA fragments showing low affinity for the anti- 
I/*) body; (3) the step of identifying all or part of DNA fragments involved in each of the DNA fragment groups as described above; and 
(4) the step of providing nucleic acids hybridizablc respectively with the thus identified DNA fragments on a substrate. 
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-hy^/w- ;vr^(pHll. 5)/0. l5mol/L-NaCllCj;?)||ii1-5^idST?t5 

o 

[0069] &Mte'his>wm^m\ztsftzmi£JM'?ft. mm^mmxu^mhfi 

fc#DNA»r/i-#(0*UWU *^fr^DNAWf^») (C^£*L5DNA»r#£|!3 

mn-r^ti)^ z>nm*x\ #DNAWJt<0ttf#&j&#i-3o -f&mim, tine 

& t^ot, #DNA|»^o-^Lfcft, &5l ^ DNAMWt»0>**£& 

[0070] mmm&m&JMz, mm^WBu^\^mim^^t^m^ e.o2«^ 

^*4x5(H2X»03)o P£ie"eWu W*»©*?V-i ^aVlMhri* 
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[0071] ii^(D^#TX^SMXg^«bfc#^, ^tTO^X@Ti#fetbfc 

V ^ (1"&;b^ 2o©C^f^? W»o^{^^Wkv/hv/y^#&i-5) DNA 

[0072] H^XgfCjolvTtx 2^^l#^lC*5{t^«0^>f-IJffl1-^i> 

DNA^t-t^ve*v/M'^y^XBrii*^ife(Wx.«, ^yrf^ua-^KXtttfy 

o 

U>. *>3V^ pflE^^xm-C^n-^Vi/L/c^-DNA^Xtt^W^^fjt^ 
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[0075] ^W©^^b>b^>^fit*jfetCJ;»)lBfiUfcDNArW, -f&fc>*>. 

^©^Wfr^i^SJDNAT Wfc*5V vC tt» fl»I@^f«iSUfcDNAlW)i-<Z> 

[0076] iO^ftWfcWu C^^W^*^l^*5^^^^N«ttfli!IW*S:ffiv>r 

v'hv'Vtf W;Wt£*lTl ^DNAifrtf) t'M^lWX RTfgftM^&K ±{c|E 

^^^^/Hb^h^^tfDNA^t/N-r^y^XpTtgW^ds^ilcffig 
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[0077] $tz, -^mimm^m^xDNAm^m^^mnir^^Mt^yyymm: 

[0078] MtC x #^PJ<^5vWfr>h^^DNAT Wfc*5V vCtt, ^^K^SiDN 

^^i^^/Wb^h^^^tfDNA^^/N-ryyy^XRrtg^^i^^ 

■ 

[0079] (2) S/h^^S^fclfe&lTONAT W 

[0080] at, j|WJ&©y/ADNASM!effii-5^fc tt, tlit&MJfoblX . *f-Mc&<&&\ > 
^J3ft£fflv^<WW£U^ 0 S/h^SUKag^ife-CW:, i/h^O^KUt^V >"C 
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■ 

[0081] i/h^mM&%fefc&ilZ>MW:JLn\^ "X, DNAWWfrb. t^Mki/Yl/y 

Mmm%mtmmm*tiim~$-z>b, ?;j»BNA<Dmmkbmm^ mmmmzz 

[0083] i^Sjfe-m, 5 , -CG-3 , ia^J(^jott5C(iyh>'V) dM^Wk$*V5fc«), CG 

A^fJt^^-rsfcft, c^m^mM^^Mt^fi^yb^t^'m^b, 

±X<DDNAffi)$\Z.i/hi/l/tflpfcr5lt1b, DNA^COil^^-e^r^v \ ^0<t5 
ftfflVB&BbUXlt* ^KC^i-BsaWI, BsoBI, Xl£XmaI%mfZ>Z.b&X%, 0 

r r 

*b<*V\ ^Si«J^fflV^r.i:©-et5»^iL-CW:, #Rf^ ^l^^BssSI, 
[0084] £fc, Ufrt&J-Ctt. 5'-CNG-3'E9Ut*5»t5C(^h^)*S^Wk*tb5fc«), C 

NG^^W**^C^-fr5^^/Hb«^:tt$iJIS^^S:ffiv^tjiS^LV\ 



J 
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*3» ^2(C^-f BsaWIXteXmalTi^ &2\Z&ir£5fc > TBX^^Mt^tl 

* 

o 

[oo85] ^>>mm&%mz&tt%i7ifcWf&xnx*\t, mmmmjMxmbtitcDNA 

zm-tDNAmKm mmfQ&DNAMKffi t, m^mz.Mhx^mm^-r 
[oo86] ^yyy^mt. *shi/>%fcmtLxtiimu nmKxvmmir^tmx^L 

[oo87] DNAmnm^mm^yynwtommit, ^^^dna^h^sj^ 

* 

-?•) *m\ ^bicx<o, m&&tei&™AmKmmM-rzz.btfx%z>o. 

[0088] MX@T?#^Hfc^/Hk^h^>X^^Wl:$tlSWHgtt©fc6^h^>^5 

ymftb%,mm&fc*Mf$.-rztz}t), m^^BNAm^mbLx^m^r^o - 
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[0089] PUreWoV^ C^^(±J*»^C$-fr5^f-/Hb#^^-t4fl5iJPl^^lrffl 

[0090] z.<nm&(-r ctt%mMffi*&ztt5^Mki¥m%&mmmmzm 

A^Pttc^HlH-sr^^-etSo 

[0091] etftgH&im-m, *iJg^:ft:s^oiiig^{4 : ^)il:ji^i-§r ( b(cj;«9, fcsv 

c^*^m»^fett5^h^^^Hb^^oM^5DNASffK-p^#i-^- 
k&X$Z> 0 .fli*.!*, ^h^nftSr&fflU M£#T^Ji^ft®&£3i;!£ 
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&X%Z> 0 

[0092] i/hisymn&xmz&mmfexnRTfmwx.m*. &M\&h*s>mm 
^m^m^mmjMRmmiMtmm^LxMmir^t^x^ 0 -r^t>h, 

[0093] ^mm(D^y>mm^m\a:mi^vtiBNATu-( , -r&;b*>, *&w<d*s\> 

^-cv ^DNABffjt) h'^7W4^mtmmim&±\mm&ftx\ ^ Q & 
vmmzm^^cM&ia*. bs^c^ij]**^^ -^mitmmm^m^tc 

[0094] wjyfcfftws, c-^^r^w*^i^g^^c$-fr^^/Hk«g:MPfi^^^fflv^T 

«}c^g1-§c^^W«^/>^<tt-^lci/h^y^ti>DNA»rjt(-r^fc> 
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[0095] --*^Lffl^^ffiVN-CDNA®r>i-^^#I^iSi1-S^h^^M5t^^ 

*t>*)^ — *^bLfc^(D^^<i l ^)lo<^iy^v'^^^■/^b$tL-ClV c ^v^DNA 

[0096] 3£K, #3§^<Di/hi/^DNAT WK&V vCtt, ^©^/Wk^hVVSiDN 
[0097] (3) MONICA 



WO 2005/080565 31 PCT/JP2005/002490 

[0098] «0JOMONIC&-Ci*. WIStt^-efcsy/ADNA (Xtt-t©^) lSr, ^ W 

$*Wc:DNA$r,>t2a, 2bOjl^^ ; Sr#5-^^T?f 5 0 -^^DNA^^i-^^V 
T— tftLTW^ MZ-&, ^(Mung Bean)^WT— itSCftSlJ^WT- 

[0099] #bftfc¥mDNA^f SS^^ ^/Hk^h^Xtt^b^Sr^tf^ 

tt^»i&SflraLTV^DNA»f>i-3a, 3b, 3c<7>^$)£#.5::^-C£3(I@2 

&Ufcl ^DNA®r,ff3a, — %<P%MJm<nWZ^Mk*shi/y4ti*ft&TZD11A 
W^3b, AVjig^O^ffi^tC^^/Wb^^^dS^t-SDNAWf^-ac^* 

[0100] DNA$r)t3a, 3b, 3c<Dm&%!>&, fo*i'M\&Y*Sl'fcfobW®&^Z£.b 

ZttZ±\-C80^ mz-\t. WIEDNA8lf>i-3b, &&$£t*i37J*W$Ufth, HUfBDN 

[oioi] nbtitz&mfm, nm^m^ dna^o^st^l, ^tims-si *-c 

DNATWS:S!{igi-5^t/6S-e#5 0 
[0102] *%m<DMONlCmX'\X yyADNA^r, — ^mUNA^Mi'^^T— ifX* 
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o 

[0103] (4) MONIC-Lodp Trapfic 

[0104] #380§©MONIC-Loop TrapSfcTW:, ttl^^-efcSyV^DNACX^OBlfit) 

A»rJtl2, 13, 14©iB^4»Sr#5^i6S-C#5o itifgEDNAl^t^$7tm, ^fA 
A-y«5££;f -fSDNAirJt^ ^AA— >^WfiiE«r*Wcv TONA»rJi-l3*j&s-& 

h'>^4^«WL"rv^5DNA»f^l2^, A— ^WK^^Mb^^^ffftUCV^ 

[0105] DNA»ffi-»£4&«:, ^Wb^vytlt^Stt^S^ilcJ:?), 

mm<DDNATu^m^-r^t^x^ 0 

[0106] [2]*»W©^/WU^«f*fe 



WO 2005/080565 



33 



PCT/JP2005/002490 



£9, >3>t£<t^\^<D^Mki/Yi/ytimmvx\ ^DNA®rtt£##f BTHB**ft ( 

^r, ^Mfryh^wiftVr jimm-rz) t. ^<thi^<D^h^tmmLx 

o 

[0107] **w©^/Wk^«f**fc^**i^^/Wb^hvy®^w*fe"Ctt. ftte^ 

IX #WX@-eJBV*5DNATWfcLT, #3ilBJ]<D^/Wb^h>'^3lDNATl' 
[0108] **K©^^/Wb^W*ftfc^*tl^^>^ii^«f*ife-CW:, fotmte 

sir. ^Mk'sh^mftmxmiz^xmiu m^x. ^h^mftm^m 

[0109] (D^^/Hbv-hv^M^-W^fe 

, &M\?sY*s>Xl&*?M\&ftZ> RTiBttO&S^h^^saf WLTV ^DNA»r 

mm. jtm. yv/-?»c, mm. mm. m*. ®m. %n. mn. nm 



WO 2005/080565 

* 



34 



PCT/JP2005/002490 



[ono] MfEDNArrJtmi^&fs!£H-5¥&£LTtt, ^Mt^yymm^mK^ 

[oin] ^mmo^Mt^yym^m^m^n^i^mmxnx^ mmmnnu 

mmmm^M\^xmm^^irDNAm^mmm.m^DNAm^m)t, mmm ' 
&x%z> 0 

[oi 12] ^mM<D^Mt^yymM^m^-f^^TJMx\-i, mtmimf&xu 
Mftm^-atizDNAMKz. ftffinmzfczxmg.m$i»smteDNATU'(xfr 

^X%m^tck3oV, DNAMftMtLX^ m*<DVNAWiftM, #l;Uf > 

t>hs 2^<Dc^%Mm.ffi<D—ft<DWz^Mk*y^yytffc&'fz>) dna^k- 
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[0113] ^lflO^^/WbS/h^^^*f*fe"CfflV^^t©-C#5DNATWi:Lr 
Ji» #J;if£> *^0^O^/Hbv'h^>'MDNATW^ : L<itv'h^^MDNATW 

, CX}^^W^)*^l^*5^/W^I«Stt«iJI»»*(ffil*.«^ Xmal) W 
/ADNA^^{bi-5-ttCi9#^tl^DNA»f^^^^y^>rXnrtg^^Sr£K 

±{ciagLfcDNATW£W5^;6 s -et5 0 

[0114] HiflSlg-a-WfigDNAiTjt^^-^mSDNA^fi. DNA7W(a^«ft 
[0115] DNATUJKXZftmti. %mfcUoXMMirZ>Zk&X%Z) 0 #Jx.if , fflkUM 

*siSDNA»f ftmK$i&iz>DNAmKbz. ztvemi* <ommaft?mm* 

X, DNAT WteJWt3r.£t>-C#5 0 
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^/Hk^h^V^tgM^5ii^i9,^/Wb^h^/650aiLTV^DNA»f 
it (*-a#^DNA»f^») ^Hk^^* s *fflUTV >fcV ^DNABfrJf (* 
K£DNA»rtfl¥) ££#8ftU5:^ ^/Wb^HX^® tHLTV >3DNA0rJt(&3it 

SyyADNA^^/Wfc^iiSV ^§£-fcfi, ^/Wt^h^^WLTl ^SDNA 
[0117] ^KO^^/Wbv'h>'>^^*f^&^*5V^ > DNATWfcLT. ^fvV 

^^h^vxr^f'/Hk*^ Rrtetto&s^h^sr^tf 2§m*#s (09*. wr, cg-^ 

W^m«) ££C£^5^Wt#^«JI«P!f (Wttf, Xmal) -C^VADN 
A^^1-^rttC±«9#^5DNAK^^^y^Xpr|gW^S«±(C@E 

ffLfcDNATWfcJBvvsJI^fciH:, 09*. , tlift^ttxenifev^-CDNA^S 

SDNABrtf (1t^ttMDNA$rJtP)<b % ^/Hb^^>^5J|ttlL-CV^V>DNA 
»fJt (*&J&DNA^Jtll) ^^ItUt^L V>i" *bj&»-#&ffiSBDNATWta&»tt 

izwzDNAmftm^ftftvhzw&iaz, wDNA*tis(09*tf* pcr)£ 



I 
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khx%z 0 

it£ihX\ ^DNA®r ft<DW§-&fi% a Z.tlb<DDNAWrKm (V *T tlfr-jjXtt 

[0118] rftbo#w#&&fflv^ mm^ki^i-Mt^m^m^^k^mxm 

[0119] (2) ->h'»S^«f^Sfe 

^mo^b^^m^m^m^m ^xftVrtt&k-rz^koxzzD-NA^ 

^'>hi/^X»^Hb$tl^^lli40fe5^h^^tf^|g^fc5DNA-efc5 

li& flfck, ftfh Ilfh XttS«f^ 

ife^oAXWmaf-^&^SglDNABffjt^^^^if^i:^^^ 
[0120] tdiBDNA^S^^M-rs^iLTJi, ^/Hb^h'>>SUH3t*SfeH:*5 
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[0121] *%m<Di/his>mftffi%m\z&tfzfom^iM-?tti, mmmmxnxmbti 
j:mzb%xtt:-£?> 0 

[0122] *%w<Di'hi'>mftft%mK&tfz>ftmjMx\^ mmtn.wmmxnxn(bti 

fc1i^^^DNA^S¥t^*tv5DNA^>i-^^/X(t*S^DNA^I|(C 

-^t^DNABifK-^ ^mnm^mcxm^m^m^DNATu^x^m-r^ 

[0123] ^m(0^y^m.^^Mz.a\^X, ^^(Dv'hV^DNATWSrfflV^ 

©t§£\ ^WM^JNBJ3a^*5^t^y/i^DNAo^Hb¥^i^v^^^c^^ > 
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[0124] «0^<Di/hv-yS!^^fe(C^V^T, DNATW^LT, ^/WkS^V 

^rt(^9#bti^DNA^^/N-r^y^-rxRrig/j:^srs^±{cBasLfcD 

J&DNABfrJt fc, S/hVy#«rWUTV »feV N DNA[fT>ff (*KJfcDNAKftHll¥) fc* 
[0125] -#|£LT, *mW<D^Mkftffi%&\Z#tf%^Mfr>b^>WAffi%m*?- 
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[*3] 

[0126] [3]*%i©DNAi»S 

[0127] ^tU*«Sr^rt-6DNA»f>l-, #Rtf , WJI»»*-C?B^L"C#6>tlSDNAWfJt© 
LT#b^DNA»rjtt^^il-r5t^^«^< : ^T^t^-CV^/ c C^^ofCo £©31* H\ * 

[0129] ^P^^fi, ^mm^m^m^n^immTMimi-^mWim^fi 

[0130] *»W«>DNAfili!i^j5feSraiffl-r5Ci:0-ef S-*«DNAWr^tt, ^W«£ 
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) -efcSo 

[oi3i] %mmm^ttiz>mmti,xft, x^DNA^msiisto&s, mx.it, 
^mmmv< mt^mtitcMM (mx.it, ?T~y<Dzfy ym^sm^mt^ti 
■?-)ti:b°zmifz>zbtfx%5 0 %mmm^*.tiz>i&mztt-r zfoftbLXit, m 

ZZ.btfX%5 0 

Witt, mx.it. Fab, Fab\ F(ab') , XitFv%m^b&X%Z> 0 

2 

[0132] mmnikxhmKAmKbm&mfcfrk<Dmm-±, -^mmmm^sttm 

x.it, nmmtez%mmi&xhz>DNA%rK) b^m-r^b^x^ 
[0133] ^mm<DD^Amm^mz.xtnt, mx.it, ^ym^W}^mm-r^b^<, % 
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mutts &%DNAmK%?v~~syvtczf7^frt>, 2mM(Dmm&%AAx? 
B^mmDNAWr^m'o mu ftsuct, sic, ttjfeDNAirm-WMM 

[0134] *%W<DDNAmmiffeX\Z, MZ-\f, DNAK$f£^ffi*»£D5f|ilJ mBMX 
flg^L-Cl^ctfK DNAy#— mJlEDNA£f?3&^U S^AODNA 

^-rsrt^-etSo z.<Dm&. mm&tittNAtnmM<DDNAWiftxh<>xi>, h 

M&mM<DDNAffifr<DM£!&xh<>XhMfrto\ mbntcmftTSDN 

A%m ^ ^DNAii*g^ iz zmmistc^ ma \z.&m v±m mmmxnx^mm t 
ir^tKx^^\m^xmmhtcDNA<D^^^mzmmi-^t^x^ 0 

[0135] mBBNAmm^thX\±, M*.t£. GenomiPhiSrfflV^cit*!^ (0U*.fcf, 

GenomiPhi DNA Amplification Kit, Cat. #25-6600-01; Amershamtfc)^^ Z>~btf 

St^y^A©DNA*jR^^p^9A*-eitiB-r5rti6s-e#5„ Ts?*?? 

yf-r—ZtiZft LTV ^GDT\ J;5ft3S"C#P>ixfcDNA©^-C*— flit 

iiK-t-S^i^RTtB-efeSo -<Z>£5K, atflBDNAiiS^H:, #fe*lfcDNA£-& 

^*&V\ #J;Uf , ^x«i:T|»®lLfcDNA{cy^-T^^-^^(Ligate)L, 

WfEy^-r^'^-t^wtig^'r^y^DNAyy-r-r-srffiv^pcR^ 
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[0136] $i%mODNAigmj3fe&Rl^Zb, >fSJ*DNAfc¥<D^ U* <Dl&B*&i5itflZ) 

DN A^ if ©&^&h/r i ^j&>©#J -cfcar i^rS^-fSo 

ttffE^^WbDNA^^.^DNAii^i-5r^^T'tSo 

f-/Hb^TV^VNDNA^^#ft(C#^i-5#a > ^fcoTt>,^tllL^l^D 
NA*©^h^y^^/Wk$*LrV^DNA^^*J:<DNA*B(Bt-Sri:^Br 

[0137] #J;Uf , flSMCfl&LTV^Jftif-Cf*, flS^MWlOfrTvWfc&fr 
fcDNAif>^'^lfiL^g c ^ 3 »l:^^±lLTV^5o La>U aSMtfgi^TV vE^fcA 

So tot, l»#^^K»ALTVS5*»5*>Sr»*rt-5fc«)t!:H: % MiEOiEf 
^Mt*%WzDNAWtKt>mffiLXfttElrZ>-tbtj:Z> 0 

[oi38] ur, mmm^xox^mm^Mc^mmmi-^K ztibti*%w<oim&m 
mnm i : ^/wi^^sidnat wo®iit» 

( 1 ) Xmalfttf tDNA!i#tf>#gf 

« 
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tbjE%t(m&Mifox*h%TiG-immmmM®fe4m(PDL) 29-30] # 

IfcUt, #bnfcDNAtS^Slf>i-^10mmol/Ly>i?/^5'7T- (PB) /50mmol/ 
L-NaCl/0. 05%^— ^ (Tween) 20 (pH7. 15) lmLT*«U WfiSl^i^ 

^(#112004-347508 ^^;X^m25HI 0 

2002^11^ 25 03&fi\ ^S#-^-2P-011K p.717) 10 ju gSrMU 

monolithic column Protein A HLD; BIA Separations d.o.o. (Slovenia) ; 
http://www.monoliths.com/KciiL, 10mmol/L-PB/0. 1 Smol/L-NaCl/O 
. 05%^— ^20(2. 5mL)X~#7J»$:2mifc&U #ifDNA?:*7^ s feffi^ 
B&*Ut 0 HijfB^7AtC10mmol/L-PB/0. 4mmol/L-NaCl/0. 05% 
y-f-^20(4mL)£iiU Mm&ftXmffl.ttDNA%TKZ*yJ*frbmm^ ^ 

©®^^#Lfc(^iDNAm^)„ hk* nmmm^raQx^v^mw^t^k. 

0. 3mol/L@^^hy^A(pH4. 5) 2mL^#7i^-®iiLTV^DNA£t"^"C^ 

WL?c:(|g2DNA®#)o 
[0139] #btlfc^-DNA®^^*Lfc^6,^lDNAjii^{^*16. 7ng-efc!?,fl2 

DNAM^-fli^a:7. 2ng-efco^ 0 tfffBll»JT*«:l0jti gOfctft^^Lf;: 

AOlUHX^^^-r-S-ir^T^So ^9A^^S<t"^i:lcJ:o-Ct>[eli|X^ 

[0140] (2) DNA$r OJfilig&l^n-^y^tNCDNAT W<2®Ij£ 

IflfBMl (DT^fetL^li^tC, 3mol/Lg^^hyi7A$rl0^^1^» 

2. 5{fSo^y-/^px., -2or-ein#m®u ^^sif-i^DNA^iHi 

HXi-^o itJ&LfcDNASr'ffi'feK (ligate) LT^^T-ftDNAiL, rf?B£tf>if 
♦B^ (GenomiPhi DNA Amplification Kit, Cat. 

#25-6600-01; Amershamf±)&;BV^DNAiti|>g£ : fT9o ititg^tl/cDNASrSU^Xm 
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[0141] <(^it^J 2: MONIC& lCJ:5DNAWf>i*0^li» 

(DDNAWK-ia^»©«» 

thBM^ /J 5 A^« (Burkitt 
lymphoma RajiM;JCRB9012, 3CRBmifa'W)ti^%mi£&<>X?;*J>NA& 
rtlSrlOmmol/L-Tris-HCl (pH8. 0) /100mmol/L-NaCl/25m 
mol/L-EDTA/O. 5%SDS (30 ju L) fcSB&Ufco dtf>DNA^f^C % /nr^t 
~i?K(D50%^yi?y^$(20mg/mL)£, ^p?^-*— tfK©J»««^0. 4mg 

30Ag£»M30mmol/Lg»^WA(pH5. 0), lOOOmmol/L-NaCl, 1 
mmol/LftSiaEft, 10%?))±U~- /V] fc»J&»U ^rftfclU/ji gDNAtf>#]£-C 
vy^K ^(Mung 

Bean) € (*5&?'W*-*h) ^DX.T37 < C(J:X30^K^aLfCo ^cD&JlK 

[0142] Kj£^£TE»MlOmmol/Ll>>M:&^®fg (pH8. 0) , 0. 5mmol 

/L-EDTA] 300 » I/C#$?gU Ts'^WMyj?^— (MicropureEZ ; 

millipore4±) \zfrtfxnti$mz$iu ^yv-y^fuT—vzm^tco m?. 

, [!II|Xbfc6^PS^jiJ^(MicroconYM-5;MILLIPORE|t)-eiOM IM&&X& 
i«|Lfc^,2Unit/lAzgDNAOWiJ^^5J;5^JIS^BsaJI(New 

England Biolab&)£JfllYr60r^ll$ra¥iBftU DNA&»rJHfcLfco 
[0143] (2)DNA#rtftf>#8t 

[0144] ((HJi^|3:MONIC-Loop 
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m^\if — X (Dynabeads ; Dynal biotechfr) S«500 a* L (4 X lO 7 |0tf-X-£;fr) 
Sri. 5mL^— ^AftxPBSClOmmol/Lyv^WfoHZ. 5), 0. 15mol/ 

L-Naci] -era»Lfc 0 ^ig^J i-effi v ^fc(D^(Rlc^:5-p<^/^vhv'>-• -7^^ 

y^n— -fjVffifc (clone 

1-5GB4A5) 4 ^ g&tfO. 1 % T;Vzf^y (BSA) »;!)PUc:PBS (500 n L 

[0145] ^^J2T*PSIL^VADNA^$IJ KSNSf Alure«LfcDNA^# (2 M g)'l:, 
PBS^OXlT500 m LtU itl^HURLfctf— X(Cj)Px.T, ^^TI^Fb^^ 
■frfCo ±ffi£B&£^ A*fc^-X^PBS500/iL^Px.. n-^-^-fH^ 
{C^#J^fpL^^bl0^ra^#LfCo r<D^^^3IHi^03gLfCo *§W' ^77 
— [10nunol/Ly^^W(pH6. 5), 0. 1 5mol/L-NaCl] 500 ^ ZMz., If— 
X^li^^tCil^L^^yh^-X^fe-CiM^KW^iLTlHlllXLfCo 
itm<Dtctb \Z S ^l/y\?~->X?UT-l£ MLfcDNA^J iTOHtAluI (¥m*ffl 

Ifffi^ttfcDNA^^^febtl^^ofco 
[0146] «3I«J4 : ^tf-X£ffl V ^MONICftt££3DNAW)tG9#$£>> 

^ife^!l2 (1) -C#t>nfcDNAKlTK-^fe e&SUtSL {&J 

tUJr^b^y^—tybA, X\$mPm^3 (ir^T^^-) Rvmpm^ (y 
[0147] fc*S, fflB^7^— feyhA&tflBWu ^rft^fU tbE-^K^yvjUsW:/^ 
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— ^— ^$cO70bp (-238# 169#£>:&&^£>&6IE?iJ) RXf50bp (+ 1 1#— 

+ 60#©l^»b*5ia^J)ODNA»f>i'*litBi-5-ti s -et5. fc*5, iHTfEi&S 

^•tfo liirffiCpGlE^M^/Wt$;ftXV ^ttt, *IHfcW-CttfflLfclPIJBl 

[oi48] nfmwi<oi&z&m7\z&+ 0 m7\z.m^x. u—^irwh, ^MWioDNAm 

l\ U-^2RTfm. ZfJ^—' tyVB(ffiffi<DCpGmm<D&$\r:2m)Z%^1t1& 

[0149] H7JC*i-fc*SD, K^fia«)DNA»fJt jl-a^fctt, W^lC^WbVM^&^S; 
ftl ^DNAf^rJt (70bp) fc, MJB^^/Hb'Vh^^tf DNAWfJt (50bp) 
^ttTV^fco — -ft. WMMWOit, MCI^^/Wb>h'>^#tfDNA»fjt (50bp 
) a*£*avCl\fcj&S, M«lC^/Hfr>l>^£r^£&V ^DNA»f>^- (70bp) »^*h/ 
T*5<b-f % sfclSW^ifcteJ:^ W«S^^Wfc^h^Sr^tfDNABf Jt (50bp) fc % 

wJBi^/wk^>>«r*ftv ^dnaotji- (70b P ) k%ftfmmxh%z.ktfim 

Ztltto 

[0150] ^W©DNATW&Wf7Wt#*f#fef*> DNA^/Wb#W<Dffi&fco6JB 
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» 

[i] (i) &mi&&xt&&£t>mtovx\t ^DNAWrKm&m&mn-tzxn. 

(3)mm(D^DNAm)im^t^^DNAm)i<D^uxit~u^m^'r^xu, 

[2] mmiM(i)xmMi-m^Mx\t^m^mmhx^DNAWr}fm^mK 

(b) ?y&DNAzmKfcu mk, z<D£.Mxnu5m®z-*Mi\:'rz>zt\z ±o 
KxteM &-*mDN AM ft <D®&m, &5v^ 

V 

(c) ~^m^m(Dm^^^w--4:mmm^immmx}mmyimm^x v > 

5DNA$r>m^ 

[3] mUDNAmnm^ (a) (C*5V vC, IWa«»SWT?yyADNA^b«WR: 

% -*mDNA*#Mttz*i'T-vxmuy;&DNAj!)m&m£tix\<^ m& 

^^DNA^^^^^^l/T-^T'HirfBy/^DNAXfi^'fby/i^DNA^Hfl 
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[5] fflf!BI@(2) \z&ttZDNAmKW^bftfcb<D&te\z&U ^(D^tKthi^ 

ftBNAmK&biZ&mt&s »*3fi3Xtt4^SBtt<0»i5i*jSfe. 

i*fB*DNA»rJim» MfPtt^i-DNArr^PtLT, MIE^^ltt^t? 

[8] (l)^f|i^Xf*M^tP^W«^»{^1-6DNA»f>tTfcoT, 

(3) ^fl|i&gXi*lt&£-£tf ^W*«8SrP?«S(Ji#1-5DNA»f J H"efeo-C, P9^o 

ov N-f tb*»lo©DNABf>t-©*Sr^tr^tSrWat-t-5, DNAirtf^o 
[9] f»*«8^|B*©DNAW^^*^DNA»f^O^WXtt-lBJ^^tb 

o 

[10] (l)M^DNM^, IMfc^XW^tfBttlUO S5DNAWrJt a^'feSrW 

(2) wiaiST?#e>*LfeDNA»f^a^%sr, ^tt^aa^^xtttfeifia^fris 
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(3)mti(O^BNAm)tm^^tl^DNAm}i<D±^Xit~n^BNATU^X^ 
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[05] 




3c 
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